esp@cenet document view 



1/1 ^— v 



MEDICINAL PRESCRIPTION FOR HEPATIC DISEASE 



Publication number: JP1 11 99477 



Publication date: 
Inventor: 
Applicant: 
Classification: 
- international: 



1999-07-27 
HENRIKSEN BENT 
PHARMA NORD UK LTD 



A23L1/30; A61K31/00; A61K31/07; A61K31/12; 
A61K31/122; A61K31/195; A61K31/198; A61K31/355' 
A61K31/375; A61K33/04; A61P1/16; A23L1/30; 
A61K31/00; A61K31/045; A61K31/12; A61K31/122; 
A61K31/185; A61K31/352; A61K31/375; A61K33/04; 
A61P1/00; (IPC1-7): A61K31/195; A61K31/00; 
A61K31/07; A61K31/12; A61K31/355; A61K31/375" 
A61K33/04 

- european: 

Application number: JP1 99803041 37 19981026 
Priority number(s): GB1 9970022361 19971024 



Also published as: 






EP0913155 


(a: 




US61 36859 


(A 




GB2330531 


(A 




EP0913155 


(A: 




EP0913155 





Report a data error he 



Abstract of J P1 1 1 99477 

PROBLEM TO BE SOLVED: To obtain a medium prescription useful for treating initial biliary liver 
cirrhosis, by including selenium, &beta -carotene or the like, ascorbic acid or the like, &alpha -tocopherol 
or the like, methionine, a coenzyme and a carrier. SOLUTION: This medicine prescription comprises (A) 
preferably 0.01-0.1 wt.% of organic or inorganic selenium, (B) 0.65-0.85 wt.% of &beta -carotene and/or 
vitamin A, (C) 32.0-40.0 wt.% of ascorbic acid, its salt or its ester, (D) 8.55-9.55 wt.% of &alpha - 
tocopherol or its derivative, (E) 53.4-63.4 wt.% of methionine, (F) 5.3-7.5 wt.% of coenzyme Q10 
(ubiquinone) and (G) a pharmacologically acceptable carrier. The component A is preferably derived fror 
L-selenomethionine. The component E is preferably L-methionine and can be substituted with cysteine 
N-acetylcysteine or the like. 
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1 

[81*12 ] 0. 0 1*60. lS«S©««*fctt 

ISBCEHzUX 0. 6 5*60. 8 5Il°/oO[)|S-^U 

*>*$<fctf/£fc«:e*5>A, 3 2. 0*64 0. 0 10 

ms%cor x n ;u b' >mt fctt*ott*/t»*(oxxf 

;k 8. 5 5*69. 5 5ii%(Z)a-F37xD-;l/ 
£ 5 3. 4*66 3. AM&%<D** 
tf~>, &<fctf5. 3*67. 5fiS%CDlf»^Q10 

mttzmxm 1 tcEtt®gjt«#. 

[I»«3I3] 0. 05mg*60. 15mgCD-feb 
>, 3. 0mg*65. Omg<D/3-*7P^> v 150 
mg*62 50mg<D7Xn;Ufc*>^ 40mg*68 
7mg<Dt'£^>E, 2 5 0mg*66 0 0mg£M?- 20 
*x >fc J:tf2 5mg*650mg (D«Q 1 0 t k 
*?W«:3f«?I«4* + y 7- <!: **«CdteC <!: 
1 KEttDBIUK*. 

[«3»f 4 ] -fe U>*L — fe U y S **->cci*-r 

i m^amomm^o 

[■#315 3 ^^->#L-^ft^>r*5C(fc 
Ts»3jai 1 4c»o»*3B4 cDc^-rn* i mic 

[»#JS6] ^t^>^>xf^>, N-7-fe^b 30 
^r-/ >*/cttS-77V^^:tx>icJ;9g* 

rn* i miaz®<Dmmmji 0 
cmsQ i o t^cmt^mo 

[»3R3S8 ] ESI4!L**#fflffl**. 0. 0 5mg* 
60. 15mg(D-feU>, 3. 0mg*65. OmgO 40 
/3-#P*>, 1 50mg*6250mg©T^3;l/fcf 
>H 4 0mg*68 7mg<2>t'£ * >E> 2 5 0mg 
*6 6 0 0mg(£M^*x>:teJ:tf2 5mg*65 0m 

mmmzmc ox fcttifoiHit * 

■teUX fl-;&P*>:toJ:aV'*fctttf*5>A 1 7X 



4W8¥ 1 1 - 1 9 9 4 7 7 
2 

7*n-jU*fctt*©BHW*, ^**xx Sigf^Qi 

0 k teJ: *¥ftfc3^ttfc* * "J T- £ «r£fc*b 

So 

[ 1 0 ] te**iTE©«.*-c * -5 C 4 4 

0. 01*60. iaa%©wts*/c«*«o-feu> 

0. 6 5*60. 8 5«a«©j8-*a^>teJ:Cf/* 
fc&tf#* >A 

3 2. 0*64 0. 0Mfi%©rX3JUtf>B!*fc»€- 

8. 55*69. 5 5mM%<Da- hny xn-Jl/^c 

5 3. 4*66 3. 4fig%(D^^^x> 4 teiy: 
5. 3*67. 5II%OWfQl 0*Stf«*. 

r«^f*{bstin^ci*»*4-raai*Bi occe 

[M#E1 2] ^**->#L-^**~>r*SC 

[tS^S 1 3 ] M^*TIBO^r*-SC <fc%1$«i 

0. 05mg*60. 15mg<D-feU> 
3. 0mg*65. 0mg<D£ -#P?-> 

1 5 0mg*625 0 mgCDTXn;l/t*>K 

4 0 mg*68 7 m g<D t*d?^>E 

2 5 0mg*6 6 0 0mg<DJ?*~> 
2 5mg*65 OmgOfilfSQ 1 0 

[ffiimi 4] •feb>^L-feuy^f^>iir 

[ff^Si 5] ^?^>^L-yf^>r$)^c 
[II #S? 1 6 ] £&£/tOTIW*, OTBBij+ttffF® 

>m<o ctz wmemt? * * c £ ^^m ± r * m$ 

39CcEtt0£ffi£. 
[0 00 1 ] 

\i. WhMWkMW^ (primary biliary cirrhosis(PB 
Q), •J-f^ttBm (viral hepatitis),ffKBITOffi( s 
teatohepati ti s) 7 iU a - ^ffiffS^fc £ O' C 6 CC^§ 

©^CC^L/c*»ScD^tc^Oh^ 5 7 $ 

[0002] 

[fie*0^] ttJWlHjtlSJffBB^ (primary biliary cir 



3 

mosis(PBQ)»aBftawa:jSH*«>%. WHtoBH- 
^js m#am±) *#5bfw8a-c*o. h«© 

«2 3S»>*>7 2«©^tt©&#fctei>T&ffi-rsc <b 

[0003] p b c rc$i/teA#»iFse£tcjt& y * * io 
^m^rfco, c©<fc5ft.»ttt»o< **y?w 

ritus)*fctt£#tt©*5£ (itching)?**. Ctltt 

B^OCtSCo/cO-rSCi^**. ft jfi (i aundi ce) 
<«L ft* fc*0*T#JMfc«) ttfftKftoTttS 
JiOtiSWot, PBC**waB>3&»6<* 

PBC*#o8o«(caAfta<w£ttr* 

yf"^*^7^7tcaa-ri»w*u^4>©3&«**. p 
BCKfcc»r»6ti&tto«Ktett fc ®te£OMmom 

PBC©£#ffifctt. nMtiKJttLEE. ft 

^KOJhSiftotShS. ttffllftiMMftS (fit- 5 h 

*f Wft t> © i ft S. £K tffc fflftWihT 1 > ft 1 

«HfflEK3WBhftc»cit*-S. Cft«c»u t©£ 

OXfcaflfftl*. «fe fiOWMH-ttflTi^Cprimarv bil 
iary cirrtiosis(PBQ)tC»"rS«FSOft?feS»ftli. feS? 
B. BffiStei^O^flffitc^-rsifflftWft 
(IMSlWft) ifi*ft>6&oTt>4. nuxr'J;i/T^> 

ch6©A#K:B3»t?*S. ffi)ISI*©£*#«iJI3ft 

r^3-^fttt«a»fttfti«&6fti». ft©* 

J:^ ftjSJWtt««*HBrsc i*y:*r*So 
[0 0 0 5 ] p BCOj&acctot^r, c©Rfl*J|flBE 

(chlorambucil), n;Ut^>, 
A*<t^l/K-7P>^Sh5." RR/£Wft 50 
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^i^t, cti6tt^m«>B«»ftjftancttffl3h 

SfcttS&ftfrofc. fco fc*2fctt»o*©K***ft 
Sh. a*tt©E}+BJ^;I/y-f (ursode 
oxycholic acidUDCA) #C©fSSl©i!lfT*i!i61t* 

ft^Ci^n/c. l*U UDCA©g**ftJft$)m 
CCoiirtt5l*«*»JtoW*Stiri^ D CJonesD.E.J. 
et al , Hepatol oqy, 199 5 ,21 ,1469-73) 
[0006] UDCAti, HflKaE^©atf«r»&i**© 

Uhfti^ cft<hf*i(;{£mgft© 
tt. ffitt3>hn-;i/©nii«:»or««*ytr-sc<b 

UDCA»ffi»PBC©ffittCC»L4>U!84o 
***Ott^<ttfi[fcft^J:5T?*"3, ftfcgj&fcJ:^ 
0»M»l/rU:«©MRtfl©tt*«>fti». ffl^^W^c 
*r*©»jR©JPJB©«aB (Xf-^ I *fctt I I ) K 
*41«tc<S:ortt. c©jffiKtt^«:Aif*ffl6^-s 

[0007] 

jSfc«*ft3titefc©r*0. *©BWW\ 1FFR©£ 
A. fi^Bfllv+ttffRS^ (PBC) ©&g?S£W2&ft 
ESttefr, ^JSIte*K:$*tiSJaE»©tt«*i6. feJ: 
OT»^«*%^t"SlffBRA©}fi*ffi*!i«-r* C 

[0008] 

[RB*iBftT*fc»©^s] ±Eawtt. «t©e3* 

(1) «tt*fctt&«©-feu:/, (8-#n*>;bJ:tf/ 
*/c«tf * ^ >A, r ^3;I/^>KS/di*©«*/c« 
*©xxf-ik a- h=iy xa-;l/*/c«*©Sl2itt: % 
>^*->*J<tC«ll»*Q10 (atf*y» fc, X^fc 
WiCSgaJfigft + + y r- i**JC*tf C i ^«Fiii*r 

IUc t #«$/c«jteffi©-feu>*, /3-^a^>. rx 

7xD-;u*3ft«*©s»#, ^^*^>*j<fccni»* 

Ql 0t*K«Wr6*ffi. 

(3) «»©MHCca#J©i!Blt7^*;i/*s*©JRHWa 
««*fcbrc^j^s«:Bi«*©ifiaj£?*or t f* 

/3-^7D^>*>cfcc>'/ / S/c:^b^^>A, TX3;UcT> 
Jl/* &«*©««», ^^^^->, fiffiRQlO. 

ofji^»«:3KS?n6ft*+ yr-4t*K:dt*#tja 

^SC i*>6ftSiW3BI4* fett»S©Jfi«ffi. 
[0009] 



(4) 

5 

fcBtr* ^ >a, r^n^e >B*fcB*©tt£fcB* 
©x^f-;!/, a- h3 7xG-;L^/cB*©§Sigfo 9t 
xBfc'^VE, ffl^Qlo (at'* 

^CiW/c^/c, C©<fc5ttElI«#tt£*&«l 
*^^5/>FO-A (MODS) £3ltigCT:£#tti£ 
ttR|£S/>Fn-A (S I RS) SrMf±"r^Otc«fflT 10 
SCi3&«aI(Bt?*S. chBSfc^tt©Ilg&SL 

R WH^CLeigh's disease) , j^^JS(fiblomyal 
gi a)©te«K: Wffl*C* & . 
[00 10] COWHfcititt, mSfcttMO-ki/ 

tf>MSfcB*©&*fcB-e©xx?';i, <fcr*$> 
C) % a- ha7xO-jl/*fc«*©»»*, -***x 20 
>£«HRQ10. *«^fc*^*tt**y7d:* 
tc^iii^«ftJti6. c©BKK#a. o. o 
1*60. lS«%©W«8£fcBft«©-teU>, 0. 6 

S>A. 3 2. 0-4 0. 0ii o /o(D7Xa;l/tf>i^ 
Wi^oa^/c^Oi^fJk 8. 55-9. 55fi 
&%<Da- 5 3. 4 

-6 3. 4Sfi%©-rf*;J-x>fcJ:tf5. 3-7. 5fi 
fi%©*fig«Q 1 0 (at**y» *^»CCSa^I«B 

^tyri^cM^cim^ »* u < 30 

C<DMM%k1i\Z> 0. 0 5m g 3^60. lbmg(D-teU 
> (L--fel/yy^t^>^6) , 3. 0mg*65. 
0mg©£ -#D?->, 1 5 0mg*e>2 5 0mg(D7 
Xn;Utf>K, 40mgfre>8 7mg©££ ^ >E, 2 
5 0mgfr>6 6 0 Omg©-* *:fx:/fcJ:tf 2 5mg* 
65 0 mg(D«Q 1 0 * y T i*CC$tf 

[ooin *§m<D%~<Dm&ic£ z 1 , vmim^ 

y^?:t^>£, /8-#a^>, rxn^ty^ D- 40 
a- h^xy^r-fef— k ^^^^>fcd:e>*ffl»^ 
Q10t*tcfl6ffl-rs^*s*J««3hS. C©i5ft 
3BMB* #<±fflS^/cD, 0. 05mg^60. 15m 
g©-feU> (L-feby^^t^>^e>) . 3. Omg 
fr65. 0mgCD/3 -^n^>, 1 5 0mgfr62 5 0 
mg©7*3Jl/fcr>», 4 0 m g*6 8 7 m g©^ S 
>E V 2 5 0mg*66 0 0mgCD^^^^>fcJ:^2 
5mgfr650mg ©tiSI^Q 1 0 

BD*fcBLfl&-C<fc<, **t>BDL<7-teSftfcftffl-r 50 
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[0012] ccmmommmk^mamt Lxmm? 

tfpJlfeT. xy*^©J:5fctWBK: 

5 sWlto£VW&mQ 1 0 4#EOft*W#* 
■»#©fc»©^£LTWKL55. IMRrta^ttR 

-So 

[0013] }St^»iftCCffl0^hSR*fflW©*ffi 

SRI, HB#»«*£S*iS. «#©*K«#iifrC£#rS 
SjSW«c*SttSE^iL"CB. YvHij^YH^ Til 

ct*jB»au, m& 5*f-x, *9*y>»offi« 

fk *\s>Z>. ^*-$>F, #Mtt(oil of winterqr 
een)^ ?x'J- ©fti|© C 4 * tf 6 ft S . 

>^iS©c:4S«tt* + y7-*£#5a. ffi*©fl&© 

«Atf, VmttHsxvyir. ®££MZC<Dm%tC 
<fc9ttffl-f *t4#r*S. S/n7^*xy*t/;M*nr 

eJWtoJc^sWiur^x y-*fctt*u>i/©:7u-- 
[0014] c©»I!«:J:4«6fh: % gp % ait #K 

@a#sna. »*ui>fe*B, igpra^^n, ^© 
*«b^^^-c*o, wu«sttrt»&*y-fey>© 

tccio. PBC(c«ttrJKKfMLft:li«. 
SH^©**^, J£tt, »«:^*yf--f*^-<7K:lHt 

febrtiS. c©*M©fl6©«*«:J:4i, ^*©J1H 
tea* J© jfiis ^ ;i/*s* ©^HWSfd i *fc b ri ^ 



MtMitSlflc. *«£fctt^©-feu>, (8 

©&£/cB^©x*fvk a-F37*D-;l/*feltt 
©KM*. y^*^>fcJ:c«IW*QlOi, SHWK: 



(5) ^B3¥l 1 - 1 9947 7 
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[00 15] 

C©2^ttJMT©f£l6fflfc <fc o s watmz 



0. 
4. 
2 0 0. 

6 7. 
5 0 0. 
3 4. 



1 mg 
0 mg 
0 mg 
0 mg 
0 m g 
0 m g 



M&MQ 1 0 

Xatt £SW1 0 0 0mgfcft4£5fc«(toLfc. 



[00 16]HttW)2 

p b c ttmr ztc&omzmiiov&mmm 

20 

2 4 A©** ( 1 8S£tt, 6«Utt) (t»LT|»# 
tfbn/c 0 3 ±9. 4*-C*ofc. £ 

: ,S>^2^ 
: Jfc&3« 
Xf-y4 : A* 3* 

[0017] 1 3£©A#B?&3mMftttK:U D C A 30 

i*©*#ttUDCAt««i/r*6t t . mmimom 

N. ffl©£MfclJa*6hfc;frofc. HK©iL 3/12 
[00 18] 

C<tctlC : ^372* 

[0019] amWftTtCi^^-;b(visua1 analog 50 



ue scale) £JBt,>£t£2B, 1 0 cmI$(D(D7>f>^: 

31*. *©±ka##, r^5ffjHR3Bj ©t§£Bi o 

tt. A*>?m5®m*>r-)\> (19) (Fisk fatigu 
e impact scale) J *flil»TfHi8*l. Cti«4 0©« 

B5^6tti3. -SRra©^3T«o-4r*0, o»ria 
0J . 3B rn«*s*#c»j . 4tt r#»ttBH*0 J 
[0 0 2 0 ] 1 1£©A^#, 7>^ACCh^$> v es 

«s*fc«tu«ftft«r5y||«:S«'rs**©* (y 
) ^^ij^wHosrsti*.. $/ci3£ 

©A#tt5>yAfcb:*5X »»WfcJ:OT*jteW 
7$ /Ri^CflttQl 0*dW6* (^-7*2) 
*«Btf *<fc5te«»3^T6ftfc 0 C©»B©«fK:*Jl» 
r, yju-^i <h^;i/-^2tC7>^ACc^*3^w6n 
fcA*©[fflr, 7^^7 (Fisk) ^37, f ^(i 
tch)VAS, ^©^^^XaTCniqht itch score)CC, 
*«4»i*6*itt*ofc. 3fe£©m©HIK:2£© 
A#>&^R*it i & o /c 0 -A©a#tt«»©8Hi^it 
U SISHCC*±4iiit,tt|fc. t>5-A©A#ttt*iC© 

#CCj:-3r^R^*±Stifc. 2o©jfiL«©JK«ttU's; 
;Hic©A*«:*ji»-CjE»r* 0 . «#tt4 UWWM 
P^^n*H2>*aK(caHWrS%Lfc B Hfl£EtutL/cA 
ill, ^fW^;> ( SSfiTcSRfcitfT 5 ^^©M 

**sa«-r & <t -5 tcti o h ntc vb- ?tc x o r i> 
/c 0 c©ife«©Kria©jlL}||tr* 5>c ^^©SEftK 

/c 0 3^©c©rfejR©»tc, y < xz&Vjimzar 
(Fisk fatigue impact score) % nT(pruritu 
s number score) k te£V$Mtfitj:7 + a #Z?-)l(y 



(6) 



1 1 - 1 9 947 7 



10 



isual analogue scale) #«£9il£ft. ttcCtll^C 
[0 02 1 ] ft* 

y < zf&ftxaTOW-mt, femomteb l. 8±4 io 

1. 9t*^c 0 ^5^37©^, fSSButt 

2. 7 + 2. o-c*ofc. ¥*©*^J*aitWT^ny 

X37(VAS)U2. 7 + 3. 4"C*-*fc. 
Sffl0*5#*ffi*ftt> (VAS^O, &<7>£5J$X:3 
7#1 1 3«©.&f*iVASK:<fc5*5 

S(^374. 7 + 3. 3) **&Ufc. 1 
2«©0DA#0£©*5£ (¥^374. 3+1. 
7) £$g^L/c„ lljft^tTtohfc.**^^-^©^* 
©£<D*5#* 3 7 (night itch scored jftJffyCD:? 
^«X37i^M(r = 0. 5. p<0. 20 

0 5) £inO/t„ 

[0022] mmt&M(D&mmm$titc 0 

1 ) (Pruritus) 

ft, S«W7^ci^x^-;l/-ctt, teSSf©¥#tt2. 
4 + 3. 0T?*0, r&Sf^<Z)¥ftl"Ctt0. 4 + 0. 7, 
p<0. 0 5"C*ofc. */c, SE©*9ffX37Cctet» 
rtt, MW^iZ. 6± 1. 9t$>l y&SEfto 
¥*ttl. 3 + 2. 3, p<0. 0 5r&o/t 0 («1 
te<fcC;a2«:#«B) 30 

(VAS>0) ¥^)(DVAStt3. 
9±2. 9^6 0. 6±0. 8 (p = 0. 0 0 1 ) tC& 

rii/clf©fm3 7tt 4. 3±1. 4rt>6 1. 7 

±0. 8 (p<o. oo5>(c*#snfc. d^osppi 



S*5<fcW«<0-€-5J¥X37OC»rti*Coc^rt«iRSh 

(5A©^^2A«^k^&CiCi4*8^Lfc 0 ) 
[0023] i i ) ft» 

7^^^S^37tt, 3fe£03mft8&lft£5 

7Lfc2 2 A©**© 5 ft 1 6 A (7 2%) #«4>0fc 
[SOl>-:/l : 6/9 (6 7%) % £01— 7*2 : 1 0/ 
13 (7 2%] . tt«Hffl«T-*fc£C*, 2 2A©5 

ft 1 4 A ( 6 4%) ft»tt, " A#H< ft^fc. " 

<hj$^/c 0 teiEHu<tf^©7-/^^^=i7©i±:i, 

titcmzmtcoz^T tomtit, GMotm&fibtitc 

(r = 0. 44, p<0. 0 5).itt©8ttt^l/- 
7*2 ( 1 6 0#^> hX37*6TO2 o#-r> r©$£ 
4>) ©##* £01/-:/ 1 ( 1 6 OtfV > hxn7^6¥ 

^4. hxjyvowp) &nmi>fr->tc 0 m^WM 

3 ) o ffiKWWartt, 2 2 A©5ft 1 4 Art** 
©&#£fB£Ufc (^;u-:/l©9A©5ft5A. £Ou 
-72© 1 3A©5ft9A) o 
[ 0 0 2 4 ] i i i ) ffe©Stt 
2 2 A©«K#© 5 ft 9 A# K ^ 7 >f 0 
fc ( 1 4A©IS05%9A (9/1 4) ^COfi&K* 
R*ri>fc) . £OU-7l©9A©5ft3A (3/ 

5) , Sfc£OI/-:/2©l 3A©^ft6A (6/9) CD 
,«i#SttO«t**SLfc. 2 2 A©«B#© 5 ft 5 
A (5/1 2) #P»*©tt#*«&l,fc [ (£OU- 7 
ltt2/9 (2/4) , $OU-72tt2/l 3 (2/ 
8)] 0 2 2A©WK#©5ft3A (3/9) tfRflfyD 

[£Ol— 7n*2/9 (2/ 
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